The biological approach to the chemotherapy of malaria can perhaps he summarised by saying that the major contribution of the biologist is to have a crystal clear conception of the nature of the problem and to design the best possible test methods accordingly. Before No success attended these efforts but they are illustrative of one of the main general methods of the chemotherapeutic worker, namely the variation or modification of the structure of some known natural alkaloid.
The biological approach to the chemotherapy of malaria can perhaps he summarised by saying that the major contribution of the biologist is to have a crystal clear conception of the nature of the problem and to design the best possible test methods accordingly. Before (III.) to the discovery of mepacrine (V.) (Mauss & Mietzsch, 1933 ; Mietzsch & Mauss, 1934 (Curd, Davey & Rose, 1945a) . It is not possible, in a short space, to refer to all the ways in which we attempted to develop more active substances on the basis of this novel structure. Mention will therefore only be made of the one which proved the most successful. Having built up this new structure we proceeded to break it down again into its constituent parts retaining only those which were thought to be of importance for the display of antimalarial activity.
Other considerations had led us to suppose that the type of tautomeric system found in mepacrine was not the only one of importance for antimalarial activity (Basford, Curd & Rose, 1946) . In fact we had come to the conclusion that the important feature of the compound 2()6G was the possession of two tautomeric systems (enclosed by rings in the formula (XIa.)).
(XI.) (XIa.) In this case it seemed possible that part of the molecule could be dispensed with and that perhaps a cyclic structure was not really necessary (Curd & Rose, 1946b (Curd, Davey & Rose, 1945b ; Fairley, 1946 
